T HE MAJORITY OF SEIZURES occurring in the developing human are not spontaneous, that is, they are not related to inherent abnormalities in the balance of neuronal excitation and inhibition 1 . Rather, most seizures during infancy and childhood are provoked or triggered by alterations in the normal milieu of excitable neurons 2 . Thus, rapid triggering by fever, hypoxia or trauma provokes the majority of seizures in the infant and young child. These seizures -a manifestation of rapid and transient enhancement of neuronal excitability in response to adverse and potentially injurious agents -demonstrate an exquisite age specificity (Table 1) : febrile seizures are exclusive to infancy and early childhood 1,2 , immediate traumatic seizures (as opposed to posttraumatic epilepsy) are far more common in the young human compared with the adult, and anoxia-related seizures occur primarily in the full-term neonate 5, 7 . Other seizures that are not genetic in origin, such as infantile spasms, which have been linked to a large number of injuries of the CNS and stressors that include infections and malformations, are highly age specific and primarily restricted to the first year of life 6 . In the present review, we focus on novel and evolving concepts regarding potential mechanisms for the rapid transduction of stressful alterations of neuronal milieu into enhanced excitability and resulting seizures. We discuss the cascade of molecular events triggered by 'stress', with an emphasis on the excitatory neuropeptide, corticotropin-releasing hormone (CRH). Established and novel in vivo and in vitro evidence for the role of CRH in enhancing excitation in key limbic circuits, particularly in the tri-synaptic hippocampal pathway, are discussed. Finally, we describe recent data regarding the receptors that mediate CRHinduced excitation, and provide the probable m nisms underlying the remarkable age specificity proconvulsant effects of this neuropeptide. W clude that CRH is a likely candidate for modu excitability in response to triggers such as fever, h or trauma, which result directly in developme regulated, clinically important seizures.
The dilemma: the immature brain is more excitable -but spontaneous seizures, in the absence of prior injury, are uncommon It is generally considered that the immature b more excitable than the adult brain (see Ref. 8 recent review) . This concept is supported in the h by the much greater incidence of seizures in the and young child, as compared with the adult 1, hanced excitability and a higher sensitivity t convulsant agents have also been demonstra immature experimental animals, including rat and monkeys 10, 11 . Several characteristics of deve neuronal circuitry might account for this enh excitability 8, 12 . For example, GABA, the princip hibitory neurotransmitter in the mature CN depolarizing, and thus excitatory, properties the first postnatal week in the rat 12, 13 . In ad excitatory amino acid receptors are both more dant in the immature brain 14 and possess a s makeup that promotes neuronal depolariza These factors are thought to contribute to an excitation-inhibition balance during develop At the circuit level, increased neuronal excitab evident, leading, for example, to the robust lon potentiation observed during the second po week ('infancy' in the rat) in both hippoc and cortical synapses 16, 17 . In addition, the num of the developing brain. Surprisingly, the majority of developmental seizures are not spontan but are provoked by injurious or stressful stimuli. What mechanisms mediate 'triggering' of sei and limit such reactive seizures to early postnatal life? Recent evidence implicates the excit neuropeptide, corticotropin-releasing hormone (CRH 
